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PCT/HU98/0U054 



i . TENT COOPERATION TRE/ / 

From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 



Date of mailing (day/month/year) 
07 February 2000 (07.02.00) 



International application No. 
PCT/HU98/00054 



To: 



Assistant Commissioner for Patents 
United States Patent and Trademark 
Office 
Box PCT 

Washington, D.C. 20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 



Applicant's or agent's file reference 
13199 KB 



International filing date (day/month/year) 

05 June 1998 (05.06.98) 



Priority date (day/month/year) 



Applicant 

KOTAY NAGY, Peter et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 

05 January 2000 (05.01 .00) 



| | in a notice effecting later election filed with the International Bureau on: 



The election 



□ 



was not v -' 



m 
m 

■HE 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 



Facsimile No.: (41-22) 740.14.35 



Authorized officer 

Juan Cruz 

Telephone No.: (41-22) 338.83.38 



Form PCT/IB/331 (July 1992) 



3090815 



30-NQU-2000 Id: 13 FROM G8S 1(3685876 10 



TO 0012026591462 



PATENT COOPERATION TRfi^/ 



P. 02/02 

WO9U/64402 

PCT/HU98/00054 





From the INTERNATIONAL BUREAU 


PCT 

NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNA ! IONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 


To: 

ADVOPATENT 

Office uf Patent and Trademark 

Attorneys 

P.O. Box 11 

H-1251 Budapest 

HONGRIE 


Date of mailing (day/mantli/year) 

16 December 1030(16.12.39) 


AnnJmanT'c of Point's file reference 
13199 KB 


IMPORTANT NOTICE 


international application No. 
PCT/HU98/00054 


international filing date (day/month/year} 
05 June 1998(05.06.98) 


Priority date {dayvmonth'veari 


Applies nt 

EGIS GYOGYSZHRGYAR RT. et al 



1. Nwiicc is hereby given thanhe international Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,CN,EP,ILJP,KP,KR,US 

In accordance wixn Rule 47.1(c). third sentence, those Offices will accept the present Notice as conclusivo evidence that 
the communication or the international application has duly taken. place on the date of mailing indicated ahove and nn nnpv 
of the international application is required to be furnished hy ?hft applicant to the designated Officers). 

2. Tho following designated Offioee havo waived the requirement for 3uch a communication at this time; 

AL,AM,APAT,AZ,BA,BB,BG3R,BY,CA,CK^^ 

KE,KG.KZXCXKXRXSJXLU±V,MD,MGJv1K.MN^ 

SK,SLJJJMjn/rr,UA,UG,UZ//N,YU,ZW 
The communication will Ue nude to Uiuse Offices only upon their request. Furrnermore, those Offices do not require tno 
applicant to furnish a copy or the international application (Kuie 4a.l(a-bis|), 

3. Enclosed with this Notice is a copy of the international application at; published Dy the International Bureau on 
IS December 1000 (16.12.09) under No. WO 99/04402 

REMINDER REGARDING CHAPTER II (Article 31(2){a) and Rule 54.2) 

If the applicant wishes to postpone entry Into the national pnase until 30 months lor later in some Offices) from the oridritv 
date, a demand tor international preliminary examination must be filed with the compntem ImernirinnAf Preliminary 
examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility tn mnnimrTho Ifi-month time limit. 

Note that only an applicant Who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file ? demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PNASE (Article 22 or 39(1)) 

If tho applicant wishes to proceed with the International application in the national phase. Im must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected office. 

For further important information on Hie lime limits and acts to be performed for entering the national phase, see the 
Annex to form PCT/16/301 (Notification of Receipt o: Kecord Copy) and Volume II of the PCT Applicant's Guide. 





The International Biimau «f WIPO 
34, ohemin dca Colombottos 
1211 Geneva 20. Switzerland 


Authorized officer 

J. Zahra 


facsimile No, (41-22) Vau.ia.35 


Telephone No. (fll-22) 338.o3.38 



form PCT/167308 (July 1998) 



3003105 
TOTAL P. 02 



The demand must be filcddirecllywitl^^^mpeient International Preliminary Examining A J^^Jy or, if two or more Authorities arc competent, 
with the one chosen by the applicant. The full name or two-letter code of that Authority may be indicated by the applicant on the line bclo**: 

IPEA/ 



PCT 

DEMAND 

under Article 3 1 of the Patent Cooperation Treaty: 
The undersigned requests that the international application specified below be the subject of 
international preliminary examination according to the Patent Cooperation Treaty and 
hereby elects all eligible States (except where otherwise indicated). 



CHAPTER II 



Identification of IPEA 



For International Preliminary Examining Authority use only 

Date of receipt of DEMAND 



Box No. I IDENTIFICATION OF THE INTERNATIONAL APPLICATION 


Applicant's or agent's file reference 
13199 KB 


International application No. 
PCT/HU98/00054 


International filing date (day/month/year) - 
05 June 1998 (05.06,98) 


(Earliest) Priority date (day/montk\ear) 



Title of invention 

PROCESS FOR THE PREPARATION OF A 3/2H/ -PYR1DAZINE-4-SUBST ITUTED AM1N0-5-CHL0R0- 

DERIVATIVE 



Name and address: (Family name followed by given name; for a legal entity.fidl official designation. 
The address must include postal code and name of country.) 

EGIS GYdGYSZERGYAR RT. 

Budapest, Kereszturi ut 30-38., H-1106 
Hungary 


Telephone No.: 


Facsimile No.: 


Teleprinter No.: 


State (that is, country) of nationality: 
Hungary 


State ((hat is, country) of residence: 
Hungary 



Box No. II APPLICANT(S) 



Name and address : (Family name followed by given name; for a legal entity, full official designation, The address must include postal code and name of country.) 

KdTAY NAGY, PeSter 

Vac, Nagymezo u. 73., H-2600 

Hungary 



State (that is, country) of nationality: 
Hungary 



State (that is, country) of residence: 
Hungary 



Name and address: (Family name folio-wed by given name; for a legal entity, full official designation. The address must include postal code and name of country.) 

SIMIG, Gyuia 

Budapest, Holldsy Simon u. 25., H-1126 
Hungary 



Sxstcfthatis, country) of nationality: 


State (that is, country) of residence: 


Hungary 


Hungary 



X I Further applicants are indicated on a continuation sheet 



formPCT/IPEA/401 (first sheet) (July 1998; reprint January 1999) 



See Notes to the demand form 



1 

f 



c 



Sheet No. . 2 


International application No. 
PCT/HU98/0UU54 


Continuation of Box No. II APPLICANT(S) 


If none of (he following sub-boxes is used, litis sheet should not be included in the demand. 


Name and address: (Family name followed by grven name; for a legal entity Juli official designation. The address must include postal code and name of country.) 


BARKGCZY, J6zsef 

Budapest, Szirom u. 4-6/B,, H-1016 
Hungary 






State (that is, country) of nationality : 

Hungary 


State (that is, country) of residence: 
Hungary 


Name and address: (Family name follow by ghxzn name; for a legal cniity.full official designation. The. address must include postal code and ' name of country.) 


SZTRUHAR, Ilona 

Budapest, Vak Bottyan u. 3,, H-1191 
Hungary 







Stale (that is, country) of nationality: 

Hungary 



State (that is, country) of residence: 
Hungary 



Name and address: (FamifynanKfolhwed by given name; for a legal entityJuU official designation. The address must include postal code ondname of country.) 

BALAZS, LaszLd 

Budapest, Baross u. 38., H-1G88 
Hungary 



State (that is, country) of nationality: 
Hungary 



State (that is. country) of residence: 
Hungary 



Name and address: (Family name followed by given narne; for a legal entity, full official designation. The address must include postal code and name of country.) 

DUMAN, Imre 

Budapest, MohScs u. 18/B., H-1135 
Hungary 



State (that is, country) of nationality: 


Stale (that is, country) of residence: 


Hungary 


Hungary 



X] Further applicants arc indicated on another continuation sheet. 



Form PCT/IPEA/401 (continuation sheet) (July !998; reprint January 1999) Sec Notes to the demand form 



Sheet No. 



International application No. 
PCT/HU98/00U34 



Continuation of Box No. II APPUCANT(S) 



If none of the following sub-boxes is used, this sheet should not be included in the demand. 
Name and address: (Family name followed by given name; for a legal entity Jull official designation. The address must include postal code and name of country.) 

GREFF , ZoLtSn 

Budapest, Gy6ngyvir£g u. 8., H-1028 
Hungary 



Stele (that is, country) of nationality: 


State (that is, country) of residence: 


Hungary 


Hungary 



Name and address: (Family name followed 'by gtvenname; for a legal entityjuli official designation. The address must include postal code and name of country.) 



RATKA1 , ZoltSn 

Budapest, Morvai u. 19., H-11D1 
Hungary 



Stale (that is, country) of nationality: 

Hungary 



State (that is. country) of residence: 
Hungary 



Name and address: (Famuynamefolloy^byg^name;fora U^alentityJuU official designat ion. The address must include postal code and name of country.) 

SERES, Peter 

Budapest, Radda Barnen u. 6., H-1153 
Hungary 



State (that is, country) of nationality: 


Stale (that is, country) of residence: 


Hungary 


Hungary 



Name and address: (Family name folio ncd by given name; for a legal entity Jull official designation. The address must include postal code 'and name of country.) 

KARANCSI , Tamas 

Budapest, Attila u. 65., H-1013 
Hungary 



Stale (that is, country) of nationality: 
Hungary 



Stale (that is, country) of residence: 
Hungary 



| | Further applicants arc indicated on another continuation sheet. 



Form PCT/IPEA/401 (continuation sheet) (July 1998; reprint January 1999) 



Sec Notes to the demand form 



Sheet No. 



International application No. 
PCT/HU98/00054 



Box No. Ill AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CO 


RRESPONDENCE 


The following person is Q(] agent | | common representative 

and | xl has been appointed earlier and represents the applicant(s) also for international preliminary examination. 

1 | is hereby appointed and any earlier appointment of (an) agent(s)/common representative is hereby revoked. 

| | is hereby appointed, specifically for the procedure before the International Preliminary Examining Authority, in addition to 
the agent(s)/common representative appointed earlier. 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country.) 

ADVOPATENT Office of Patent and 
T rademark Attorneys 
Budapest, P.O.Box 11, H-1251 
Hungary 


Telephone No.: 

(36-1) 201-1528 


Facsimile No.: 
(36-1) 201-1692 


Teleprinter No.: 



□ Address for correspondence: Mark this check-box where no agent or common representative is/has been appointed and the 
space above is used instead to indicate a special address to which correspondence should be senL 



Box No. IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION 



Statement concerning amendments:* 

1. The applicant wishes the international preliminary examination to ststrt on the basis of: 
y XH the international application as originally filed 



the description 




as 




□ 


as 


the claims 




as 




□ 


as 




□ 


as 


the drawings 


□ 


as 




□ 


as 



2. | 1 The applicant wishes any amendment to the claims under Article 1 9 to be considered as reversed. 

3- | | The applicant wishes the start of the international preliminary examination to be postponed until the expiration of 20 months 
from the priority date unless the International Preliminary Examining Authority receives a copy of any amendments made 
under Article 1 9 or a notice from the applicant that he does not wish to make such amendments (Rule 69. 1 (d)). (This check- 
box may be marked only where the time limit under Article 19 has not yet expired) 

* Where no check-box is marked, international preliminary examination will start on the basis of the international application 
as originally filed or, where a copy of amendments to the claims under Article 19 and/or amendments of the international application 
under Article 34 arc received by the International Preliminary Examining Authority before it has begun to draw up a written opinion 
or the international preliminary examination report, as so amended. 



Language for the purposes of international preliminary examination: .£j?.yj A?.t) 

I A which is the language in which the international application was filed. 
I 1 which is the language of a translation furnished for the purposes of international search. 
I | which is the language of publication of the international application. 

1 1 which is the language of the translation (to be) furnished for the purposes of international preliminary examination. 



Box No. V ELECTION OF STATES 



The applicant hereby elects all eligible States (that is, all States which have been designated and which are bound by Chapter II of 
the PCT) 

excluding the following States which the applicant wishes not to elect: 



FormPCT/IPEA/401 (second sheet) (July 1998; reprint January 1999) 



See Notes to the demand form 



Sheet No. . : 



International application No. 
PCT/HU98/Q0054 



Box No. VI CHECK LIST 



The demand is accompanied by the following elements, in the language referred to in 
Box No. IV, for the purposes of international preliminary examination: 



1 . translation of international application 

2. amendments under Article 34 

3. copy (or, where required, translation) of 
amendments under Article 19 

4. copy (or, where required, translation) of 
statement under Article 19 

5. letter 

6. other (specify) 



sheets 
sheets 

sheets 

sheets 
sheets 
sheets 



For International Preliminary 
Examining Authority use only 



received 

□ 
□ 

□ 

□ 
□ 
□ 



not received 

□ 
□ 

, □ 

□ 
□ 
□ 



The demand is also accompanied by the itcm(s) marked below: 

1. | Xj fee calculation sheet 

2. | | separate signed power of attorney 

3. | I copy of general power of attorney; 
* ' reference number, if any: 



4. | | statement explaining lack of signature 

5. | 1 nucleotide and < 
' computer rcadal 

6. j | other (specify)'. 



5. I 1 nucleotide and or amino acid sequence listing in 
computer readable form 



Box No. VII SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE 



Next to each signature, indicate the name of die person signing and the capacity in Wj/c/i the person signs Of such capacity is not obvious from reading Ok demand). 



i 

KARACSONYI, Beta 
Patent Attorney 

— — — — — For International Preliminary Examining Authority use only 
1 . Date of actual receipt of DEMAND: 



2. Adjusted date of receipt of demand due 
to CORRECTIONS under Rule 60.1(b): 



□ The date of receipt of the demand is AFTER the expiration of 1 9 months | — | The applicant has been 
from the priority date and item 4 or 5, below, docs not apply. I — I informed accordingly. 

□ The date of receipt of the demand is WITHIN the period of 19 months from the priority date as extended by virtue of 
Rule 80.5. __ 



5 | — | Although the date of receipt of the demand is after the expiration of 1 9 months from the priority date, the delay in arrival 
I I is EXCUSED pursuant to Rule 82. 

— _ — . For International Bureau use only — — — 

Demand received from IPEA on: 



FormPCT/IPEA/401 (last sheet) (July 1998; reprint January 1999) 



See Notes to the demand form 



PCT 



CHAPTER II 



International 
application No. 



FEE CALCULATION SHEET 
Annex to the Demand for international preliminary examination 

■ — For International Preliminary Examining Authority use only — . 



PCT/HU98/U0054 



Applicant's or agent's 13^99 
file reference 



Date stamp of the IPEA 



.Applicant G YCJGY5ZERGYAR RT. et al . 

Budapest, Kereszturi ut 30-38., H-1106, Hungary 



Calculation of prescribed fees 



1. Preliminary examination fee 



EUR 



1533.- 



2. Handling fee (Applicants from certain States are 
entitled to a reduction of 75% of the handling fee. 
Where the applicant is (or all applicants are) so en- 
titled, the amount to be entered at H is 25%<?^thc 



■handling fee.) 



148.- 



• H 



3. Total of prescribed fees 

Add the amounts entered at P and H 
and enter total in the TOTAL box .... 



EUR 



1681.- 



TOTAL 



Mode of Payment 

□ authorization to chai 
account with the IPE 

I I cheque 

I [ postal money order 

I )j bank draft 



□ 


cash 


□ 


revenue stamps 


□ 


coupons 


□ 


other (specify): 




Deposit Account Authorization (this mode of payment may not be available at all IP 'EAs) 

The IPEA/ I I is hereby authorized to charge the total fees indicated above to my deposit account. 

□ (this check-box may be marked only if the conditions for deposit accounts of the IPEA so permit) is hereby 
authorized to charge any deficiency or credit any overpayment in the total fees indicated above to 
my deposit account. 



Deposit Account Number Date (day/month/year) Signature 



Form PCT/1PEA/401 (Annex) (July 1998; reprint January 1999) See Notes to the fee calculation sheet 



— — — — For receiving Office use only 
International Application No. 



International Filing Date 



Name of receiving Office and "FCT International Application' 



Applicant's or agent's file reference 
(if desired) (12 characters maximum) 



Box No. I TITLE OF INVENTION 

PROCESS FOR THE PREPARATION OF A 3/2h7 
-CHLORO-DER I VA T I VE 


'-PYRIDAZIN0NE-4-SUBSTITUTED AMINO-5- 


Box No. n APPLICANT 


Name and address: (Family name followed by grven name: for a Ugal ennty t full officid designation, 
the address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant s State (Le. country) of residence if no State of residence is indicated below.) 

EGIS GYdGYSZERGYAR RT. 

Budapest, Kereszturi ut 30-38., H-1106 
Hungary 


| [ This person is also inventor. 

Telephone No. ' \ 

/ ' 

Facsimile No. 
Teleprinter No. 


State (i.e. country) of nationality: 
Hungary 


State (Le. country) of re 
Hungary 


:sidence: 


S , fh?^Il252 1 1 ™ 1 HI ^ f d " ignatcd in S? fr i «¥ d Sts *? P*** 1 Unitcd S * tes n ^ States indicated in 
for the purposes of: 1 1 States LA! the United States of America [ 1 of America onlv | | the Supplemental Box 


Box No. m FURTHER APPLICANT® AND/OR (FURTHER) INVENTORY) 


Name and address: (Family name followed by given name: for a legal entity, full official designation 
the address must include postal code and name of country. The country of the address indicated in this 
tioxistne applicant s State (ue. country) of residence if ho State of residence is indicated below.) 

KdTAY NAGY, Peter 

Vdc, Nagymezo u. 73., H-2600 

Hungary t 


This person is: 

| | applicant only 

| x | applicant and inventor 

| | inventor only (If this check-box. 
is marked, do not fill in below.) 


State (i.e. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


for^e^raoL?^^ n^,L?« ignatCd m i Slat* except p£] the United States |— 1 the States indicated in 
tor the purposes of. I 1 States | 1 the United States of America LAI of America only | | the Supplemental Box 


Xj Further applicants and/or (further) inventors are indicated on a continuation sheet 


Box No. IV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE 


TJe person identified below is hereby/has been appointed to act on behalf m i — i 

of the apphcant(s) before the competent International Authorities as: |2j a S ent | | common representative 


Name and address: (Famih mame followed h given name: for a legal endty t fuU official designm^ 
The address must include postal code and name of country.) 

ADVOPATENT 

Office of Patent and Trademark Attorneys 

Budapest, P.O.Box 11, H-1251 

Hungary 


Telephone No. 

(36-1) 201-1528 
Facsimile No. 

(36-1) 201-1692 
Teleprinter No. 


I I M^f k ri" cnecK-box where no agent or common representative is/has been appointed and the space above is used instead to 
i — I indicate a special address to which correspondence should be sent 



Form PCT/RO/101 (first sheet) (January 1997; reprint January 1998) See Notes to the request form 



PCX 

REQUEST 



The undersigned requests that the present 
international application be processed 
according to the Patent Cooperation Treaty. 



Sheet No. ..2.... 



Continuation of Box No. m FURTHER APPLICANTS AND/OR (FURTHER) INVENTORS 



( 



If none of the following sub-boxes is used, this sheet is not to be included in Uie requesL 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is tlie applicant's State (Le. country) of residence if no State of residence is indicated below.) 

Budapest, Holldsy Simon u. 25., H-1126 
Hungary 


This person is: 

1 applicant only 

| X [ applicant and inventor 

1 1 inventor only (If this check-box 
1 1 is marked do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


This person is applicant | ] all designated | 1 all designated States except f~| the United States | 1 the States indicated in 

for the purposes of: I I States | J the United States of America I X I of America only I I the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is tlie applicant's State (Le. country) of residence if ho State of residence is indicated below:) 

BARKdCZY, Jrjzsef 

Budapest, Szirom u. 4-6/B., H-1016 
Hungary 


This person is: 

| | applicant only y-[ 
|X | applicant and inventor t ' 

1 1 inventor only (If this check-box 
' is marked do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


This person is applicant | | all designated | | all designated States except r — | the United States | 1 the States indicated in 

for the purposes of: I I States | | the United States of America £ 1 °f America only | [ the Supplemental Box 


Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant 's State (Le. country) of residence if no State of residence is indicated below.) 

SZTRUHAR, Ilona 

Budapest, Vak Bottyan u. 3., H-1191 
Hungary 


This person is: 

| | applicant only 

[X""| applicant and inventor 

1 1 inventor only (If this check-box 
' ' is marked, do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


This person is applicant I ] all designated J | all designated States except r— | the United States ( 1 the States indicated in 

for the purposes of: I I States | ) the United States of America I X| of America only | | the Supplemental Box 


Name and address: ( Family name followed by given name; for a legal entity, fall official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant s State (Le. country) of residence if ho State of residence is indicated below.) 

BALAZS, Laszld 

Budapest, Baross u. 38., H-1088 
Hungary 


This person is: 

| | applicant only 

[X | applicant and inventor 

| | inventor only (If this check-box 
— is marked, do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


. This person is applicant | | all designated I 1 all designated States except | 1 the United States | 1 the States indicated in 

for the purposes of: I I States | | the United States of America |_XJ of America only [ | the Supplemental Box 


Further applicants and/or (further) inventors are indicated on another continuation sheet. 



Form PCT/RO/101 (continuation sheet) (January 1997; reprint January 1998) See Notes to the request form 



Sheet No. 



Continuation of Box No. Ill FURTHER APPLICANTS AND/OR (FURTHER) INVENTORS 



If none of the following sub-boxes is used, this sheet is not to be included in die request 



Name and address: (Family name followed by given name: for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is die applicant's State (Le. country) of residence if no State of residence is indicated below.) 



DOMAN, Imre 

Budapest, Mohacs u. 18/B., H-1135 
Hungary 


| [ applicant only 

|X | applicant and inventor 

1 1 inventor only (If this check-box 
1 ' is marked do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


This person is applicant I 1 all designated 1 1 all designated States except rrn the 

for the purposes of: I I States | | the United States of Amenca 1 A l of 


United States | 1 the States indicated in 

Ajncrica only | | the Supplemental Box 



This person is: 



Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is die applicant's State (Le. country) of residence if h State of residence is indicated below.) 



GREFF, Zoltan 

Budapest, Gyongyvirag u. 

Hungary 



8., H-1028 



This person is: 

| [ applicant only 

[ A j applicant and inventor 

I I inventor only (If this check-box 
' is marked do not fill in below.) 



State (i.e. country) of nationality: 
Hungary 


State (Le. country) of re 
Hungary 


sidence: 


This person is applicant i 1 all designated I 1 all designated States except 1 1 the 

for the purposes of: | | States 1 1 the United States of Amenca I X 1 of j 


United States ( 1 the States indicated in 

America only | | the Supplemental Box 



Name and address: (Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is the applicant's State (Le. country) of residence if no State of residence is indicated below.) 



RATKAI, Zoltan 
Budapest, Morvai u. 19. 
Hungary 



H-1101 



This person is: 

| | applicant only 

| x"| applicant and inventor 

□ inventor only (If this check-box 
is marked, do not fill in below,.) 



State (Le. country) of nationality: 


State (Le. country) of residence: 


Hungary 


Hungary 



This person is applicant | ] all designated I 1 all designated States except | i the United States | 1 the States indicated in 

for the purposes of: I I States | J the United States of Amenca IX l of America only | | the Supplemental Box 



Name and address: (Family name followed by given name; for a legal entity, full official designation. 
Vie address must include postal code and name o f country. The country of the address indicated in this 
Box is the applicant's State (Le. country) of residence if ho State of residence is indicated below.) 

SERES, Peter 

Budapest, Radda Barnen u. 6., H-1153 
Hungary 


This person is: 

| | applicant only 

| x | applicant and inventor 

| | inventor only (If this check-box 
— is marked, do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le. country) of residence: 
Hungary 


This person is applicant | | all designated | 1 all designated States except I 1 the United States 1 1 the States indicated in 

for the purposes of: I I States | | the United States of Amenca IX I of America only | | the Supplemental Box 


I X I Further applicants and/or (further) inventors are indicated on another continuation sheet. 
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Sheet No. 



Continuation of Box No. IH FURTHER APPLICANTS AND/OR (FURTHER) INVENTORS 


If none of the following sub-boxes is used, this sheet is not to be included in the request 


Name and address: (Famih name followed by given name: for a legal entity full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is tlie applicant's State (Le. country) of residence if no State of residence is indicated below.) 

KARANCSI , Tamas 

Budapest, Attila u. 65., H-1013 
Hungary 


This person is: 

| | applicant only 

|X | applicant and inventor 

I I inventor only (if this check-box 
is marked do not fill in below.) 


State (Le. country) of nationality: 
Hungary 


State (Le, country) of residence: 
Hungary 


This person is applicant | | all designated I | all designated States except f— j the United States | 1 the States indicated in 

for the purposes of: | | States | | the United States of America I X I of America only | | the Supplemental Box 


Name and address: ( Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box is die applicant's State (Le. country) of residence if b State of residence is indicated below!) 


This person is: 

| | applicant only { '•; . 
| | applicant and inventor , * 

I I inventor only (If this check-box 
is marked, do not fill in below.) 


State (Le. country) of nationality: 


State (Le. country) of residence: 


This person is applicant | | all designated | 1 all designated States except ( 1 the United States I 1 the States indicated in 

for the purposes of: | | States | | the United States of America | | of America only I I the Supplemental Box 


Name and address: (Family name followed by given name; for a legal enr t 
[he address must include postal code and name of country. The country oft) 
Box is the applicant's State (Le. country) of residence if no State of restdenc 

i 


ty.full official designation 
le address indicated in this 
e is indicated below.) 


This person is: 

| | applicant only 

| | applicant and inventor 

I I inventor only (If this check-box 
' ' is marked, do not fill in below.) 



State (Le. country) of nationality: 



State (Le. country) of residence: 



This person is applicant | j all designated | 1 all designated States except ( 1 the United States | 1 the States indicated in 

for the purposes of: | | States | | the United States of America | | of America only | | the Supplemental Box 



Name and address : ( Family name followed by given name; for a legal entity, full official designation. 
The address must include postal code and name of country. The country of the address indicated in this 
Box ts the applicant's State (Le. country) of residence if ho State of residence is indicated below.) 


This person is: 

| | applicant only 

| | applicant and inventor 

| | inventor only (If this check-box 
— is marked, do not fill in below,) 


State (Le. country) of nationality: 


State (Le* country) of residence: 



This person is applicant | | all designated | I all designated States except I 1 the United States ( 1 the States indicated in 

for the purposes of: I I States | | the United States of America | | of America only | | the Supplemental Box 



Further applicants and/or (further) inventors are indicated on another continuation sheet. 
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Box No.V DESIGNATION OF STATES 



lATTOls 



Sheet No. 



The following designations are hereby made under Rule 4.9(a) (mark the applicable check-boxes; at least one must be marked): 
Regional Patent 

JS AP ARIPO Patent: GH Ghana, GM Gambia, KE Kenya, LS Lesotho, MW Malawi, SD Sudan. SZ Swaziland, UG Uganda, 
ZW Zimbabwe, and any other State which is a Contracting State of the Harare Protocol and of the PCT 

i3 EA Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakhstan, MD Republic of 
Moldova, RU Russian Federation, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State 
of the Eurasian Patent Convention and of the PCT 

J3 EP European Patent: AT Austria, BE Belgium, CH and LI Switzerland and Liechtenstein, DE Germany, DK Denmark, 
ES S pain, FI Finland, FR France, GB United Kingdom, GR Greece, IE Ireland, IT Italy. LU Luxembourg, MC Monaco, 
NL Netherlands, PT Portugal, SE Sweden, and any other State which is a Contracting State of the European Patent 
Convention and of the PCT 

S OA OAPI Patent: BF Burkina Faso, B J Benin. CF Central African Republic. CG Congo, CI Cote d'lvoire,, CM Cameroon. 

GA Gabon, GN Guinea, ML Mali, MR Mauritania, NE Niger, SN Senegal, TD Chad, TG Togo, and any other State 
which is a member State of OAPI and a Contracting State of the PCT (if other kind of protection or treatment desired, specify 
on dotted line) ' 

National Patent (if other kind of protection or treatment desired specify on dotted line): 
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AL Albania 

AM Armenia 

AT Austria 

AU Australia 

AZ Azerbaijan 

BA Bosnia and Herzegovina 

BB Barbados 

BG Bulgaria 

BR Brazil 

BY Belarus 
CA Canada 

CH and LI Switzerland and Liechtenstein 

CN China 

CU Cuba 

CZ Czech Republic 

DE Germany 

DK Denmark 

EE Estonia 

ES Spain 

FI Finland 

GB United Kingdom 

GE Georgia 

GH Ghana f 

GM Gambia 

GW Guinea-Bissau 

HU Hungary 

ID Indonesia 

IL Israel 

IS Iceland 

JP Japan 

KE Kenya 

KG Kyrgyzstan 

KP Democratic People's Republic of Korea 

KR Republic of Korea 
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LT Lithuania 
LU Luxembourg 
LV Latvia 

MD Republic of Moldova 

MG Madagascar 

MK The former Yugoslav Republic of Macedonia 

MN Mongolia 

MW Malawi 

MX Mexico 

NO Norway 

NZ New Zealand , 

PL Poland 

PT Portugal 

RO Romania 

RU Russian Federation 

SD Sudan 
SE Sweden 
SG Singapore 

SI Slovenia 

SK Slovakia 

SL Sierra Leone 

TJ Tajikistan 

TM Turkmenistan 

TR Turkey 

TT Trinidad and Tobago 

UA Ukraine 

UG Uganda . * 

US United States of America 



UZ 
VN 
YU 



Uzbekistan 
Viet Nam . 
Yugoslavia 



ZW Zimbabwe 



TT7 v u, Check-boxes reserved for designating States (for the purposes of 

ivz- i^azaicnstan a national patent) which have become party to the PCT after 

LC Saint Lucia issuance of this sheet: 



LK Sri Lanka 
LR Liberia 
LS Lesotho . 



□ 
□ 
□ 



In addition to the designations made above, the applicant also makes under Rule 4.9(b) all designations which would be permitted 

under the PCT except the designadon(s) of . 

The applicant declares that those addidonal designations are subject to confirmation and that any designation which is not confirmed 
before the expiration of 15 months from the priority date is to be regarded as withdrawn by the applicant at the expiration of that time 
limit. (Confirmation of a designation consists of the filing of a notice specifying that designation and the payment of the designation and confirmation 
fees. Confirmation must reach the receiving Office within the IS-month time limit. ) 
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Box No. VI PRIORITY XLAIM 



yTlai 



Sheet No. 



Further priority claims are indicated in the Supplemental Box | [ 



The priority of the following earlier appiicaiion(s) is hereby claimed: 


Country 
(in which, or for which, the 

/inn 1 1 t F f\m utjir f% I m *4 \ 

uppiicaiion was J I ICQ f 


Filing Date 
( day/month/year ) 


Application No. 


Office of filina 
(only for regional or 
international application) 


item (1) 




- 




item (2) 








item (3) 








Mark the following check-box if the certified copy of the earlier application is to be issued by the Office which for the purposes of the present international 
application is the receiving Office (a fee may be required): 

| 1 The receiving Office is hereby requested to prepare and transmit to the International 
L_l Bureau a certified copy of the earlier applicarion(s) identified above as item(s) : 


Box No. VII INTERNATIONAL SEARCHING AUTHORITY 


Choice of International Searching Authority (ISA* (If two or more International Searching Authorities 

are competent to carry out the international search, indicate tlu Authorirv chosen: rhr rwn-lrtt*r mA* mny h* u**AY J5s A / 

Earlier search Fill in where a search (international international-type or other) by the International Searching Authoriry has already been carried 
out or requested and the Authority is now requested to base the international search, to the extent possible, on the results of that earlier search. Identify '? 
such search or request either by reference to the relevant application (or the translation thereof) or by reference to the search request: ? 
Country (or regional Office): Date " (day/month/year): Number: 


Box No. Vm CHECK LIST 


This international application contains 
the following number of sheets: 

1. request : 5 sheets 

2. description : 38 sheets 

3. claims ' : 10 sheets 

4. abstract : ^ sheets 

5. drawings : sheets 


This international application is accompanied by the item(s) marked below: 
L |— | separate signed 5 r— j f calcuJadon sheet 
I — 1 power of attorney 1 1 

0 I I C0 Py °f g enera l f. I — I separate indications concerning 
I 1 power of attorney | | deposited microorganisms 

3 1 1 statement explaining _ | — | nucleotide and/or amino acid 
1 1 lack of signature I I sequence listing (diskette) 

4 " □ ffi&feSHgw 8 " □ others,: 
as item(s): 


Total : 55 


sheets 


Figure No. of the drawings (if any) should a^ompany thr abstract when it is published 


Box No. EX SIGNATURE OF APPLICANT OR AGENT 


Next to each signature, indicate the name 


of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request). 


KARACSONYI, Bela 










Patent Attorney 











1. 


Date of actual receipt of the purported 
international application: 


For rece 


tving Office 




2. Drawings: 


3. 


Corrected date of actual receipt due to later but 
timely received papers or drawings completing 
the purported international application: 








| | received: 


4. 


Date of timely receipt of the required 
corrections under PCT Article 1 1(2): 








1 | not received: 


5. 


International Searching Authority Tc A . 
specified by the applicant: loA / 




*□ 


Transmittal of search copy delayed 
until search fee is paid 





Date of receipt of the record copy 
by the International Bureau: 



For International Bureau use only 
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See Notes to the request form 



This not P an °f ana§ does not count as a sheet of lernational application. 

PCT 



FEE CALCULATION SHEET 
Annex to th Request 



Applicants or agent's 
file reference 



13199 KB 



For receiving Office use only 



International application No. 



Date stamp of the receiving Office 



Applicant 

EGIS GYOGYSZERGYAR RT. , Budapest, Kereszturi ut 30-38., H-1106 
Hungary 



CALCULATION OF PRESCRIBED FEES 



1. TRANSMITTAL FEE 




. .HtF. . . . | 


14000.- 


T 


2. SEARCH FEE 




DEM 


2200.- 


S 



International search to be carried out by ' u 

(If two or more Internatbnal Searching Authorities are competent in relation to the international 
'implication, indicate the name of the Authority which is chosen to carry out the international search.) 

INTERNATIONAL FEE 
Basic Fee 

The international application contains ^5 sheets. 

first 30 sheets ? H .F , 

25 



15 



650. 



remaining sheets 



additional amount 



375. 



Add amounts entered at b J and b 2 and enter total at B 



CHF 



1025.- 



Designation Fees 

The international application contains 
11 



150.- 



. designations. 



1650. 



number of designation fees 
payable (maximum 11) 



amount of designation fee 

Add amounts entered at B and D and enter total at I QHF # 

(Applicants from certain States are entitled to a reduction of 75% of the 
international fee. Where the applicant is (or all applicants are ) so entitled, the 
total to be entered at I is 25% of the sum of the amounts entered at B and D.) 

FEE FOR PRIORITY DOCUMENT 

TOTAL FEES PAYABLE 

Add amounts entered at T, S, I and P, and enter total in the TOTAL box 



2675.- 



TOTAL 



I 1 The designation fees are not paid at this time. 



MODE OF PAYMENT 

□ authorization to charge 
deposit account (see below) 

| 1 cheque 

| | postal money order 



{X~"| bank draft 
| | cash 

| | revenue stamps 



| | coupons 

| | other (specify): 



DEPOSIT ACCOUNT AUTHORIZATION (this mode of payment may not be available at all receiving Offices) 

Th e RO/ is hereby authorized to charge the total fees indicated above to my deposit account. 

is hereby authorized to charge any deficiency or credit any overpayment in the total fees indicated above to my 



deposit account, 
is hereby authori 

Bureau of WIPO to my deposit account 



j — j is hereby authorized to charge the fee for preparation and transmittal of the priority document to the International 



Deposit Account Number 



Date (day/month/year) 



Signature 



Form PCT/RO/101 (Annex) (January 1996; reprint January 1998) 
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PATENT COOPERATION TR 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

ADVOPATENT 

Office of Patent and 
Tradprnark AftTjrnPV^ 

i i aucmai fx niiui iicjfo 

H-1251 Budapest 
HUNGARY 


NOTIFICATION OF TRANSMITTAL OF 

THE INTERNATIONAL SEARCH REPORT 
OR THE DECLARATION 

(PCT Rule 44.1) 


Date of mailing 

(day/month/year) ^ 2/02/ 1999 


Applicant's or agent's file reference 

13199 KB 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


International application No. 
PCT/HU 98/00054 


International filing date 
(day/month/year) 05/06/1998 


Applicant «.? 

EGIS GYOGYSZERGYAR RT. et al . 



1 * [Xl Tne applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19 

The applicant is entitled, if he so wishes, toamend the claims'of the International Application (see Rule 46): 



When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 



Where? Directly to the International Bureau of WIPO 
34, chemin des Colombettes 
121 1 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14.35 

For more detailed instructions, see the notes on the accompanying sheet. 



2. I I The applicant is hereby notified that no International Search Report will be established and that the declaration under 
' — ' Article 17 (2)( a) to that effect is transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together with the 
' — 1 applicants's request to forward the texts of boththe protest and the decision thereon to the designated Offices. 



no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



4. Further action(s): The applicant is reminded of the following: 

Shortly after 18 months from the priority date, the international application will be published by the International Bureau. 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 906/S.1 and 90b/s.3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all designated Offices which have not been elected in the demand or in a later election within 1 9 months from the 
priority date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the International Searching Authority 


Authorized officer 


^ European Patent Office, P.B. 5818 Patentiaan 2 


John De Bruijn 


NL-2280 HV Rijswijk 
% WJf Tel. (+31-70) 340-2040, Tx. 31 651 epo nl, 


r— ' Fax: (+31^70) 340-3016 





Form PCT/ISA/220 (January 1994) 



iTES TO FORM PCT/ISA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article - , "Rule", and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized thai, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international pbulication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 



What parts of the International application may be amended? 

Under Article 19, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority 

date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been As filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made In the language In which the international application is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1)" (see below, under "Statement under Article 19(1)*). 

The letter must be In English or French, at the choice of the applicant However, if the language of the 
International application Is English, the letter must be In English; if the language of the international application 
Is French, the letter must be In French. 



Notes to Form PCT/ISA/220 (first sheet) (January 1994) 



NOTES TO FORM PCT/ISA/220 (c riSRued) 



The letter must indicate the differences between the claims as filed and the claims as amended. It must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped) .whether 

(i) the claim is unchanged; 

(ii) * ne claim is cancelled; 

(iii) the claim is new; 

frv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained In the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 51]: 
"Claims 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 15 claims and after amendment of all claims there are 1 1 ]: 
"Claims 1 to 1 5 replaced by amended claims 1 to 1 1 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in adoSng 

new claims]: / 
"Claims 1 to 6 and 14 unchanged; claims 7 to 1 3 cancelled; new claims 1 5, 16 and 17 added/ or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged." 

4. [Where various kinds of amendments are made]: 

"Claims 1-10 unchanged; claims 11 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 



"Statement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)), 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppiicatlon Is to be published. 

tt must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the cfifferences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 1 9(1 )." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence If a demand for International preliminary examination has already been filed 

If, at the time of filing any amendments under Article 1 9, a demand for international preliminary examination 
has already been submitted, the applicant must preferably, at the same time of filing the amendments with the 
International Bureau, also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). 



Consequence with regard to translation of the international application for entry Into the national phase 

The applicant's attention is drawn to the fact that, where upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see Volume II of the PCT Applicant's 
Guide. 
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PATENT COOPERATION TR^^V 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
13199 KB 


FOR FURTHER see Notification of Transmittal of International Search Report 
ACTION (Form PCT/ISA/220) as well as, where applicable, item 5 below. 


International application No. 

PCT/HU 98/00054 


International filing date (day/month/year) 

05/06/1998 


. (Earliest) Priority Date (day/month/year) 


Applicant 

EGIS GYOGYSZERGYAR RT. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 



This International Search Report consists of a total of . 



.sheets. 



fxl it is also accompanied by a copy of each priorart document cited in this report. 



1 . | | Certain claims were found unsearchable (see Box I). 

2. Unity of invention is lacking (see Box II). 

3. Q The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 

international search was carried out on the basis of the sequence listing 

| | filed with the international application. 

| | furnished by the applicant separately from the international application, 

| | but not accompanied by a statement to the effect that it did not include 

matter going beyond the disclosure in the international application as filed. 

| | Transcribed by this Authority 



4. With regard to the title, the text is approved as submitted by the applicant 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 



fx"] the text is approved as submitted by the applicant 

| | the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
Box 111. The applicant may, within one month from the date of mailing of this International 
Search Report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No. — |^] as suggested by the applicant. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



| | None of the figures. 



Form PCT/ISA/210 (first sheet) (July 1992) 



INTERNATIONAL SEARCH REPORT 



• 



International Application No 

PCT/HU 98/00054 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 6 C07D237/22 C07D237/20 



According to International Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

IPC 6 C07D 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic. data base consulted during the international search (name of data base and, where practical, search terms used) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category ° Citation of document, with indication, where appropriate, of the relevant passages 
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I IS Basis of the opinion 
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Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



3. The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, before the expiration of that time limit, 
request this Authority to grant an extension, see Rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 

For the form and the language of the amendments, see Rules 66.8 and 66.9. 
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I. Basis of th opinion 

1 . This opinion has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office 
in response to an invitation under Articie 14 are referred to in this opinion as "originally filed".): 

Description, pages: 

1 -38 as originally filed 

Claims, No.: 

1-18 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. This opinion has been established as if (some of) the amendments had not been made, since they have been 
considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 1-18 

Inventive step (IS) Claims 1-18 

industrial applicability (IA) Claims 

2. Citations and explanations 
see separate sheet 
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ITEM V 

Reference is made to the following documents: 

D1 : GB-A-2 262 526 cited in the application 
D2: EP-A-0 054 946 

NOVELTY 

The subject matter of present claims 1-11 is novel over D1 mainly on account of the 
assembling of present compounds of formulae II (or VII) and VI during the synthesis of 
I, rather than compounds of formulae III and IV according to claim 1 1 from D1 . 

The subject matter of present claims 1-1 1 is novel over D2 mainly on account of the 
different regiochemistry of the 3(2H)-pyridazinone moieties involved. 

Neither D1 nor D2 disclose 3-chloro substituted pyridazine derivatives. The 3, 5- 
trichloropyridazine derivative of formula IV disclosed by claim 14 is therefore novel over 
D1 and D2. 

The subject matter of present claims 15-18 is novel over D1 mainly on account of the 
amino residues in position 3 of the 3(2H)-pyridazinone moieties, none of said residues 
having been disclosed by D1 (see the definition of A in formula I, claim 1 of D1). 

The subject matter of present claims 15-18 is novel over D2, mainly on account of the 
different regiochemistry of the 3(2H)-pyridazinone moieties, the amino substituents 
being in position 5 in the compounds disclosed by D2. Furthermore, none of the 
present amino residues are disclosed by D2 (compare for instance, formulae II and III 
from present claims 15-18 with formulae I, IV and VI from claims 1 and 7 from D2). 

The present subject matter therefore fulfil the requirement of article 33(2) PCT. 
INVENTIVE STEP 

D1 is considered to be the closest prior art and discloses 3(2H)-Pyridazinone 
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derivatives, including compounds according to the present formula I, and their medical 
application. 

The problem underlying the present subject matters is considered to be the provision of 
an improved method for the synthesis of compounds according to formula I. 

The problem has been solved, as shown by the comparison of present examples 1-5 
with examples 1-7 from D1. 

As stated in the description, the advantages of the present process over the one 
disclosed by D1 mainly reside in the higher regioselectivity, which is induced in the first 
step of the process, and the consequent possible separation of the regioisomers in an 
earlier and simpler purification step. On the other hand, there are no information in the 
prior art suggesting that the first step of the present process (namely the amination of 
3, 4, 5-chloropyridazine) would lead to a general improving of the regioselectivity with 
respect to the process disclosed by D1 . 

Accordingly, a process involving a synthetic step which leads to compound IV by 
amination of 3, 4, 5-chloropyridazine could in principle be considered as inventive. 
This is however the case only for variant a 4 from present claim 1 and dependent claims 
11-13 which refer to it. 

For the variants which do not include the above mentioned synthetic step, namely 
variants a r a 3 and b r b 4 described in claim 1 as well as the dependent claims that refer 
to them, an inventive step cannot be acknowledged for the following reasons: 

i) variants a r a 3 and b 3 -b 4 describe a known method for the synthesis of a tertiary amine 
by alkylation of a secondary amine via a nucleophilic substitution reaction; 

ii) variants a 2 -a 3 and b 4 describe known methods for the conversion of an ester or ether 
group into a better leaving group, 

iii) variants a 3 and b 2 -b 4 describe a known method for the conversion of 3-pyridazine 
into 3-pyridazone derivatives; 

iv) variants b r b 4 describe known methods for the deprotection of a secondary amine; 
All the above methods represent standard synthetic procedures or methods known as 
such. Therefore they represent merely some of the several straightforward possibilities 
from which the skilled person would select, in accordance with circumstances, without 
the exercise of inventive skill, in order to solve the problem posed. 
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Thus the subject matter of claim 1 , as well as the subject matter of dependent claims 2- 
10, which all refer to one of the variants a r a 3 , do not fulfil the requirements of Article 
33(3) PCT. Moreover, a unity of invention objection could be raised regarding the 
different variants according to the above mentioned claims. 

An inventive step could be therefore acknowledged only for the subject matter of claims 
11-13 (Article 33(3)PCT). 

The compounds claimed in claims 14-18 are involved in at least some of the process 
described in claims 1-10. Said process being considered neither novel nor inventive, an 
inventive step could not be acknowledged for the subject matter of claims 14-18 (Article 
33(3) PCT). 

It is also pointed out that properties establishing an inventive step should extend to the 
whole of the scope claimed. Generic and open-ended expressions, such us "an/I", 
"alkanoyl", "aroyl" and "leaving group" are certainly not suited for this purpose, since it 
is inherently unlikely that substantially all of the embodiments claimed may be made or 
performed, i.e. provide compounds with the required properties. 
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3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
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1 . This international preliminary examination report has been prepared by this International Preliminary Examining Authority 



and is transmitted to the applicant according to Article 36. 



2. - This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 
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II □ Priority 
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1. Basts of the report 

1 This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -38 as originally filed 

Claims, No.: 

1-18 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Yes: 


Claims 


1-18 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 


11-18 




No: 


Claims 


1-10 


Industrial applicability (IA) 


Yes: 


Claims 


1-18 




No: 


Claims 
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ITEM V 

Reference is made to the following documents: 

D1 : GB-A-2 262 526 cited in the application 
D2: EP-A-0 054 946 

NOVELTY 

The subject matter of present claims 1-11 is novel over D1 mainly on account of the 
assembling of present compounds of formulae II (or VII) and VI during the synthesis of 
I, rather than compounds of formulae III and IV according to claim 1 1 from D1 . 

The subject matter of present claims 1-11 is novel over D2 mainly on account of the 
different regiochemistry of the 3(2H)-pyridazinone moieties involved. 

Neither D1 nor D2 disclose 3-chloro substituted pyridazine derivatives. The 3, 5- 
trichloropyridazine derivative of formula IV disclosed by claim 14 is therefore novel over 
D1 and D2. 

The subject matter of present claims 15-18 is novel over D1 mainly on account of the 
amino residues in position 3 of the 3(2H)-pyridazinone moieties, none otsaid residues 
having been disclosed by D1 (see the definition of A in formula I, claim 1 of D1). 

The subject matter of present claims 15-18 is novel over D2, mainly on account of the 
different regiochemistry of the 3(2H)-pyridazinone moieties, the amino substituents 
being in position 5 in the compounds disclosed by D2. Furthermore, none of the 
present amino residues are disclosed by D2 (compare for instance, formulae II and III 
from present claims 15-18 with formulae I, IV and VI from claims 1 and 7 from D2). 

The present subject matter therefore fulfil the requirement of article 33(2) PCT. 

INVENTIVE STEP 

D1 is considered to be the closest prior art and discloses 3(2H)-Pyridazinone 
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derivatives, including compounds according to the present formula I, and their medical 
application. 

The problem underlying the present subject matters is considered to be the provision of 
an improved method for the synthesis of compounds according to formula I. 

The problem has been solved, as shown by the comparison of present examples 1-5 
with examples 1-7 from D1. 

As stated in the description, the advantages of the present process over the one 
disclosed by D1 mainly reside in the higher regioselectivity, which is induced in the first 
step of the process, and the consequent possible separation of the regioisomers in an 
earlier and simpler purification step. On the other hand, there are no information in the 
prior art suggesting that the first step of the present process (namely the amination of 
3, 4, 5-chloropyridazine) would lead to a general improving of the regioselectivity with 
respect to the process disclosed by D1 . 

Accordingly, a process involving a synthetic step which leads to compound IV by 
amination of 3, 4, 5-chloropyridazine could in principle be considered as inventive. 
This is however the case only for variant a4 from present claim 1 and dependent claims 
1 1-13 which refer to it. 

For the variants which do not include the above mentioned synthetic step, namely 
varia nts a1- a3 and b1-b4 described in claim 1 as well as the dependent claims that 
refer to them, an inventive step cannot be acknowledged for the following reasons: 

i) variants a1-a3 and b3-b4 describe a known method for the synthesis of a tertiary 
amine by alkylation of a secondary amine via a nucleophilic substitution reaction (see, 
for example, claim 7 from D2. According to claim 7 and the examples of D2, the 
chlorine atom in position 4 is not affected during the nucleophilic reaction between 
compounds of formula IV and V according to claim 7 of D2. Furthermore, the 
equivalence in reactivity of the 4-chloro and the S-chlo ro^positions in 3-pyridazinones 
towards nucleophilic s^stitutionsjs disclosed by D1 as explained on page 3 of the 
present application); 

ii) variants a2-a3 and b4 describe known methods for the conversion of an ester or 
ether group into a better leaving group, 

iii) variants a3 and b2-b4 describe a known method for the conversion of 3-pyridazine 
into 3-pyridazone derivatives; 
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iv) variants b1-b4 describe known methods for the deprotection of a secondary amine 
(the hydrolysis of secondary amides in acidic medium is a well known process, see for 
instance J. March, "Advance Organic Chemistry", 4th Edition, Wiley Ed., chapter 0-11, 
page 383); 

All the above methods represent standard synthetic procedures or methods known as 
such. Therefore they represent merely some of the several straightforward possibilities 
from which the skilled person would select, in accordance with circumstances, without 
the exercise of inventive skill, in order to solve the problem posed. The arguments of 
the applicant that compounds of formula III are easily purified from their (undesired) 5- 
isomer, is of relevance only when the compound IV obtained from the reaction of V with 
3-amino-1-propanol is used in the successive step without purification from the 
(undesired) IVa isomer. This synthetic strategy can be however considered covered 
only by variant a4. 

Thus the subject matter of claim 1 , as well as the subject matter of dependent claims 2- 
10, which all refer to one of the variants a1-a3, do not fulfil the requirements of Article 
33(3) PCT. 

An inventive step could be therefore acknowledged only for the subject matter of claims 
11-13 (Article 33(3)PCT). 

The compounds claimed in claims 14-18 are all considered to be essential features of 
the process described in variant a4 and claims 11-13. Said process being considered 
novel and inventive, an inventive step could be acknowledged for the subject matter of 
claims 14-18 (Article 33(3)PCT). 

Since only the present variant a4 is considered as inventive, the question of unity of 
invention is not raised here, all the other variants claimed being not considered 
solutions for the given problem. It is however pointed out that if one or more of the 
claimed variants will be rendered inventive, the question of unity will have to be 
considered. It is furthermore pointed out that properties establishing an inventive step 
should extend to the whole of the scope claimed. Generic and open-ended 
expressions, such as "aryi", "alkanoyl", "aroyi" and "leaving group" are certainly not 
suited for this purpose, since it is inherently unlikely that substantially all of the 
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embodiments claimed may be made or performed, i.e. provide compounds with the 
required properties. 
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Dear Sirs, 



This response is to the Written Opinion of the International 
Preliminary Examining Authority mailed on 17. 04. 2000 having a reply due 
date of 17 July 2000 and extended until 17. August 2000 (hereinafter 
"Written Opinion"). 



According to the Written Opinion reaction variants ai-a 3 and b 3 -b 4 are methods 
known per se for the synthesis of tertiary amines by the alkylation of secondary 
amines. 



Authorized Officer: 



FANNI. S.. Esq. 



To.: EUROPEAN PATENT OFFICE 



By fax 



I. 



2 



1) Reactions ai-a 3 

It is true that tertiary amines can be prepared by the alkylation of secondary 
amines. However, this is only relevant if the reaction is carried out by using 
pyridazinones of the general Formula (1) in which R is other than hydrogen. 
In the contrary case there is always a high probability of self-alkylation reaction 
and the formation of derivatives of two different types: 




For 4-(w-chloro-alkylamino)-pyridazinone-2-one derivatives only one single 
example is disclosed in prior art as an illustration of reactions of this type. This 
is Example 41 on page 29 of patent D1 . 
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In this case the N-2 nitrogen of the pyridazinone ring bears a methyl substituent 
and therefore this nitrogen atom is protected against alkylation reactions. We 
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have carried out the reaction under the conditions disclosed in Example 41 of 
document D1 by performing the reaction in the melt at 120°C. it has been found 
that if the nitrogen atom N-2 bears a hydrogen atom, self-alkylation takes piace 
on the N-2 nitrogen atom and a number of by-products are formed. A reaction 
mixture is obtained which can be purified only by substantial difficulties and the 
yields are drastically decreased. Thus e.g. a compound of the following 
Formula can be formed which is not the end-product and the reaction does not 
necessarily stop at the dimer stage but can be continued to form a trimer 
derivative which finally leads to a polymer resin. 




The aforesaid proves that the* process described in document D1 is unsuitable 
for the preparation of our compound of the Formula I. This is further 
substantiated by the fact that in document D1 by the above method no 
compound of the general Formula I, in which R-i stands for hydrogen, has been 
prepared by reacting a compound of the general Formula V with* a compound of 
( , the general Formula VII. 

In the present patent application as an example this reaction has been 
disclosed. We have succeeded in suppressing the self-alkylation reaction and 
obtaining the tertiary amine selectively with excellent yields. It could not be 
aforeseen that the reaction coufd be carried out in such a selective manner 
because according to prior art the N-2 nitrogen can be easily alkylated. 

Our recognition is so much the more surprising as it has been disclosed in prior 
art [e.g. Cho Su-Dong at al: J. Het. Chem., 35, 3, 601-606 (1998)] that 4,5- 
-dichloro-pyridazine-3-one can be alkylated on the N-2 nitrogen atom of the 



pyridazine ring with benzyl chloride in a dipolar aprotic solvent in the presence 
of potassium carbonate at 50°C with benzyl chloride with a yield of 92 %. 




It is also known [T. Nakagome et al: Chem. Pharm. Bull. (Tokyo), 1A 1090 
(1966)] that alkylation of pyridazine-3-one-derivatives takes place on the N-1 
nitrogen atom of the pyridazine ring under formation of a quaternary salt. 

Thus it is surprising and unaforeseen that according to the present invention 
substitution of the N-2 nitrogen atom of the pyridazine ring and quaternerisation 
of N-1 nitrogen atom of the pyridazine ring could be avoided and the desired 
end-product can be prepared, by reacting compounds of the general Formulae II 
and VI in a selective manner with high yields. 

2) Reaction variants b 3 and b 4 

According to these reaction variants a compound of the general Formula VII is 
reacted with a compound of the Formula VI to give a compound of the Formula 
VIII. 

It is surprising that the secondary amine of the Formula VI reacts selectively 
only with the carbon atom bearing the X leaving group while the chlorine 
atom in position 3 of the pyridazine ring is not substituted. There are 
several examples in prior art which would lead the skilled out worker to the 
presumption that the chlorine atom in position 3 would be substituted. Thus 
reference is made to D. K. Chesney et al [J. Het. Chem., VI, 167 (1974)] 
wherein it is described that if 4-amino-3,5-dichloro-pyridazine-3-one is reacted 
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with methyl hydrazine substitution takes place in position 3 of the pyridazine 
ring. 

il. 

The Examiner states that reaction variants a 2 -a 3 and b 4 are known methods for 
the transformation of an ester group into a more suitable leaving group. 

1) Reaction variants a 2 and a 3 

In the case of the starting materials of the general Formula III of the present 
patent application it could not be aforeseen that two leaving groups (one on the 
nitrogen and one on the oxygen) can be removed simultaneously in such a 
manner that at the same time the new leaving group X is formed at the end of 
the chain. It is highly surprising that the reaction can be carried out with good 
yields. 

■It is namely known from prior art [Ogawa et al: Carbohydr. Res., 194 , 115-124 
(1989)] that on reacting the following N,Odiacetyl derivative with hydrogen 
bromide at 80°C for 3 days the corresponding N-acetyl-bromo derivative is 
obtained with the yield of 94 %. 




It can be seen that in a reaction of the similar type the N-acetyl group remained 
unchanged while simultaneously the O-acetyl group was selectively converted 
into the bromo derivative. 
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Taking into consideration the teaching of prior art it is surprising and 
unaforeseen that according to the present invention a compound of the general 
Formula II can be prepared from a compound of the general Formula III in one 
step with high yields. 

2) Reaction variant b 4 

According to this process the compound of the Formula VIII can be prepared 
from the compound of the Formula IV surprisingly in a uniform manner. Th.s is . 
surprising and unaforeseen because it is known form prior art that bromo- > 
propyl-amino derivatives are easily converted under heating into azetid.n.um 
bromides However, it has been surprisingly found in the case of the present 
invention that the compound of the Formula VI. is obtained in a selective 
manner. 

111. 

The Examiner has stated that reaction variants a 2 and b 2 -b 4 relate to welt 
known methods for the conversion of a 3-pyridazine into a 3-pyradazinone. 

1) Reaction variant a 2 

It is known that re-conversion of 1-halogen-pyridazine into 3-pyridazinone is 
possib.e. However, even in such a simple case as 3.4.5-trichloro-pyridaz,ne the 
corresponding pyridazinone can be obtained in acetic acid only with a ye.d of 
34 % |T. Kuraishi: Chem. Pharm. Bull. (Tokyo), 5, 376 (1957)]. 



acetic acid, reflux 
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It has been surprisingly found that the reaction can be carried out with such a 
high yield. 

In the case of the present patent application the formation of a N.O-diacyl- 
derivative of the general Formula III could not be aforeseen because when 
using the other regioisomer under similar reaction conditions only the O-acyl 
derivative is formed. In case of the desired 4-substituted isomer the importance 
of the diacyl derivative obtained is increased by the fact that the diacyl 
( derivative is an extremely well crystallizable compound and can be separated 

from the undesired 5-isomer (this is a mono-O-acyl derivative) by simple } 
recrystallization at this stage. This recognition is completely unexpectable' in 
view of the teaching of prior art. 

2) Reaction variants b 2 -b4 

In view of the aforesaid it could not be aforeseen that in course of 
transformation of pyridazine into pyridazinone the N-acetyl derivative is formed. 

IV. .. 
q The Examiner states that reaction variants b 1 -b 4 are known methods for 

desacetylation of a N-acetyl compound. 

While prior art contains numerous examples- for the desacetylation of 
secondary amines, when carrying out the reaction with 48 % aqueous hydrogen 
as performed in the case of the present invention, according to poor art 
desacetylation does not always take place. It is namely disclosed in prior art 
[e g Ogawa et al: Carbohydr. Res.. 194. 115-124 (1989)] that on reacting a N- 
acetyl-derivative with hydrogen bromide at 80°C for 3 days the N-acetyl group 
remained practically unchanged and could not be split off. 
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On the other hand it has been found in a surprising way that according to ( the 
process of the present invention desacetylation with hydrogen bromide actually 
takes place, contrary to the disclosure of the prior art. 

V. 

The best form of realization of the process of the present invention is shown in 
the following reaction scheme. 
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HN 
N 



O 



.Br 



CI 

II, X = Br 



HN 




OCK, 



OCH 3 



It is to be emphasized that intermediates of the Formulae IV. .Ill (R is e.g. 
acetyl) and II (X is e.g. bromine) are new compounds, never described in prior 
art These intermediates are inventive because they can be converted into the 
pharmaceutical^ active end-product of the Formula I with such excellent yields 
and in such a preferably way which could not be aforeseen in prior art. 

As a summary it can be stated that the present invention is both novel and 

inventive. 



A favourable reconsideration of the Written Opinion is respectfully 
requested. 

Budapest, August 9, 2000 

Respectfully submitted 



Bela Karacsonyi 

Patent Attorney for Applicant 



